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a. 



; "L £ Z t :\ Ki^iimuiciiy examination report, established by this nternational Preliminary Examininn 
Authority under Article 35 and transmitted to the applicant according to. Article 36. preliminary txamining 

This REPORT consists of a total of 4 sheets, including this cover sheet. 

This report is also accompanied by ANNEXES, comprising: 

sent to the applicant and to the Internationa/ Bureau) a total of 2 sheets, as follows: 

13 ^n^ S o 0 h f iLo d . eS T i ^ 0n, C,a J? lS ? nd/br dr ? w ! n 9 s which hav * been amended and are the basis of this report 
aES authorized by this Authority (see Rule 70.16 and Section 607 of the 

sheets which supersede earlier sheets, but which this Authority considers contain an amendment that qoes 
Sup^ ' n international ^cation as filed, as indicated in item 4 of *Box No. I a nd ill 

(sent to the International Bureau only) a total of (indicate type and number of electronic carriers)) containina a 
sequence listing andA>r tables related thereto, in computer readable form only, as indicated ™ the ^Supprementll 
Box Relating to Sequence Listing (see Section 802 of the Administrative Instructions) supplemental 



□ 



b. □ 



4. This report contains indications relating to the following items: 



S Box No. I 

□ Box No. M 

□ Box No. Ill 

□ Box No. IV 
E3 Box No. V 

□ Box No. VI 

□ Box No. VII 

□ Box No. VIII 



Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or Industrial 

applicability; citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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Box No. I Basis of the report 



1 " X5S r6 ^ ard t0 l he ^Ti*! 18 report is based on the international application in the language in which it was 
filed, unless otherwise indicated under this item. y 

□ This report is based on translations from the original language into the followinq lanquaae 
which is the language of a translation furnished for the purposes of: ' 

□ international search (under Rules 12.3 and 23.1(b)) 

□ publication of the international application (under Rule 12.4) 

□ international preliminary examination (under Rules 55.2 and/or 55.3) 

2. With regard to the elements* of the international application, this report is based on (replacement sheets which 
have been furnished to the receiving Office in response to an invitation under Article 14 are referred "toinThis 
report as "ongmaliy filed" and are not annexed to this report): * w iu in mis 

Description, Pages 

1-8 as originally filed 
Claims, Numbers 

1 " 1 2 received on 20.06.2005 with letter of 20.06.2005 
Drawings, Sheets 

1/4-4/4 as originally filed 

□ a sequence listing and/or any related table(s) - see Supplemental Box Relating to Sequence Listing 

3. □ The amendments have resulted in the cancellation of: 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

4 ' ? h ™ s K re P ort h * s b( r en established as if (some of) the amendments annexed to this report and listed below 
Supp^ considered to go beyond the disclosure as filed, as indicated in the 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheetstfigs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

* If Item 4 applies, some or all of these sheets may be marked "superseded.*' 
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Sf«n N °uY-. R t 3 !° ned St f tem< f nt U ? der Article 35 < 2 > with re 9 ard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 



Novelty (N) 


Yes: 


Claims 


1-12 




No: 


Claims 


none 


Inventive step (IS) 


Yes: 


Claims 


1-12 




No: 


Claims 


none 


Industrial applicability (IA) 


Yes: 


Claims 


1-12 




No: 


Claims 


none 



2. Citations and explanations (Rule 70.7): 
see separate sheet 
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Re Item V 

Reasoned statement with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

The subject-matter of independent claim 1 is considered to meet the requirements of 
novelty and inventive step (Art. 33(2)-(3) PCT). 

None of the documents representing the state of the art discloses a formulation of 
erythropoietin comprising tris-(hydroxymethyl)-aminomethane (= tris buffer). 

The problem to be solved by the present application was providing a erythropoietin 
formulation which is stable and wherein formation of aggregates even at higher 
temperatures is reduced or avoided completely. 

Stable erythropoietin formulation are provided according to the state of the art by addition 
of stabilizing amino acids, urea and/or sodium chloride. The majority of the prior art 
formulations are furthermore buffered with a phosphate buffer. None of the documents 
however suggests to formulate erythropoietin with tris-(hydroxymethyl)-aminomethane in 
order to improve stability. Reference is made to table 3 of the description, showing the 
effect of tris-(hydroxymethyl)-aminomethane on aggregate formation (cf. Formulation B, C 
and D compared to Formulation A and the prior art Formulation). 

Claims 2-12 are dependent on claim 1 and as such also meet the requirements of the PCT 
with regard to novelty and inventive step. 

The formulation defined in claims 1-12 is considered to be industrially applicable and 
accordingly meets the requirements of Art.33(4) PCT. 
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